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Drug Therapy Guidelines 
 

                                                                                             
 

  Applicable 

Endari™ (L-glutamine) 

Medical Benefit  Effective: 12/5/22 

Pharmacy- Formulary 1 x Next Review: 12/23 

Pharmacy- Formulary 2 x Date of Origin: 1/18 

Pharmacy- Formulary 3/Exclusive x Review Dates: 9/17, 12/18, 12/19, 12/20, 12/21, 10/22 

Pharmacy- Formulary 4/AON x 

 

I. Medication Description 

 

Endari (L-glutamine) is an amino acid indicated to reduce the acute complications of sickle cell disease in adult 

and pediatric patients 5 years of age and older. The mechanism of action of the amino acid L-glutamine in 

treating sickle cell disease (SCD) is not fully understood. Oxidative stress phenomena are involved in the 

pathophysiology of SCD. Sickle red blood cells (RBCs) are more susceptible to oxidative damage than normal 

RBCs, which may contribute to the chronic hemolysis and vaso-occlusive events associated with SCD. The 

pyridine nucleotides, NAD+ and its reduced form NADH, play roles in regulating and preventing oxidative 

damage in RBCs. L-glutamine may improve the NAD redox potential in sickle RBCs through increasing the 

availability of reduced glutathione. 

 

II. Position Statement 

 

Coverage is determined through a prior authorization process with supporting clinical documentation for every 

request.  

 

III. Policy 

 

 Coverage of Endari is available when the following criteria have been met: 

• Member is at least 5 years of age AND 

• The medication is prescribed by a physician specializing in sickle cell disease (e.g. hematologist) AND 

• The member has been diagnosed with sickle cell anemia or sickle β0-thalassemia AND 

• The member has experienced at least 2 painful episodes of sickle cell crises (SCC) in the previous 12 

months AND 

• One of the following applies: 

o The member has had an inadequate treatment response to a 3-month trial with a maximum 

tolerated dose of hydroxyurea alone OR  

o The member is  not a candidate for hydroxyurea treatment due to previously experienced  

hematologic toxicity reactions with this medication 

 

IV. Quantity Limitations 

  

 Coverage is available based on age and weight as follows: 

• Children and adolescents 5 to 17 years weighing less than 30 kg: 60 packets per 30 days 

• Children, adolescents, and adults weighing 30 to 65 kg: 120 packets per 30 days 



Drug Therapy Guidelines Endari™ (L-glutamine) Last Review Date: 10/2022 

 

    Page 2 of 2 
 

• Children, adolescents, and adults weighing more than 65 kg: 180 packets per 30 days 

 

V. Coverage Duration 

 

Coverage is available for 12 months and may be renewed.  

 

VI. Coverage Renewal Criteria 

 

 Coverage can be renewed based upon the following criteria: 

• Stabilization of disease and improvement of sickle cell disease pain AND 

• Absence of unacceptable toxicity from the drug 
 
 

VII. Billing/Coding Information 

 

 Endari is available as 5 gram (powder for oral suspension) packets. 60 packets are supplied in a carton. 

 

VIII. Summary of Policy Changes 

  

• 1/1/18: new policy 

• 2/15/19: no policy changes 

• 1/30/20: no policy changes 

• 2/26/21: no policy changes 

• 3/7/22: no policy changes 

• 12/5/22: no policy changes 

 

IX. References 

   

1. Endari™ oral powder [prescribing information].  Torrance CA:  Emmaus Medical, Inc; Revised 10/2020.  

2. FDA Briefing document, Oncologic Drugs Advisory Committee Meeting:  L-glutamine. Available at:  

https://www.fda.gov/downloads/AdvisoryCommittees/CommitteesMeetingMaterials/Drugs/OncologicDrug

sAdvisoryCommittee/UCM559734.pdf.  Accessed on July 5, 2017.   

3. Piel FB, Steinberg MH.  Sickle cell disease.  N Engl J Med.  2017;376:1561-1573. 

4. Azar S, Wong TE.  Sickle cell disease – a brief update.  Med Clin North Am.  2017;101:375-393. 

5. Droxia® capsules [prescribing information].  Princeton NJ:  Bristol-Myers Squibb; March 2016. 

6. L-glutamine.  Available at:  http://aminoacidstudies.org/l-glutamine/.  Accessed on January 1, 2018. 

7. L-Glutamine Benefits.  Available at:  http://www.l-glutaminebenefits.com/.  Accessed on January 1, 2018. 

8. The National Institutes of Health – National Heart, Lung, and Blood Institute Evidence-Based Management of 

Sickle Cell Disease, Expert Panel Report 2014.  Available at:  http://www.nhlbi.nih.gov/guidelines.  Accessed 

on January 1, 2018. 

The Plan fully expects that only appropriate and medically necessary services will be rendered.  The Plan reserves the right to conduct pre-payment and post-payment 

reviews to assess the medical appropriateness of the above-referenced therapies.  

The preceding policy is a guideline to allow for coverage of the pertinent medication/product, and is not meant to serve as a clinical practice guideline. 


